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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- E)ctensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)13 Responsive to comnnunication(s) filed on 22 March 2000 . 
2a)n This action is FINAL. 2b)13 This action is non-final. 

3) 0 Since this application is in condition for allowance except for fornnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 11 , 453 O.G. 21 3. 
Disposition of Claims 

4) 13 Claim(s) 1-5,11-13,19,20,26-28,34,40-42,62,64 and 65 is/are pending in the application. 

4a) Of the above claim(s) 3-5,12,13,26-28,41,42,62,64 and 65 is/are withdrawn from consideration. 

5) 3 Ciaim(s) is/are allowed. 

6) 3 Claim(s) 1,2,11,19,20,34 and 40 is/are rejected. 

7) 3 Claim(s) is/are objected to. 

8) 3 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 3 The specification is objected to by the Examiner. 

10) 3 The drawing(s) filed on is/are: a)n accepted or b)3 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) 3 The proposed drawing correction filed on is: a)3 approved b)3 disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

1 2) 3 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) 3 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)3AII b)G Some*c)3 None of: 

1 .3 Certified copies of the priority documents have been received. 

2.3 Certified copies of the priority documents have been received in Application No. . 



3 3 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the tnternational Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 3 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) 3 The translation of the foreign language provisional application has been received. |||||^^ piMUSPS 

15) 3 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 

Attachment(s) 

1 ) 3 Notice of References Cited (PTO'892f 4) 3 Interview Summary (PTO-41 3) Paper No(s) ____ 

2) 3 Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) 3 Notice of Informal Patent Application (PTO-152) 

3) 3 Information Disclosure Statement(s) (PTO-1449) Paper No(s) 4 . 6) LJ Other: 
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DETAILED ACTION 



Election/Restrictions 

1. Restriction to one of the following inventions is required under 35 U.S.C. 121 : 

1 . Claims 1 -5, 11-13,1 9, 20, 26-28, 34, and 40, drawn to a method of differential 
gene expression analysis, classified in class 435, subclass 6, 

2. Claims 41 , 42, and 62 drawn to computer readable media comprising data, 
classified in class 365, subclass 94. 

3. Claims 64 and 65, drawn to arrays of polynucleotides, classified in class 536, 
subclass 24.32 

The inventions are distinct, each from the other because of the following reasons: 

Inventions 1 and 2 are unrelated. Inventions are unrelated if it can be shown that they are 
not disclosed as capable of use together and they have different modes of operation, different 
functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the method 
of Invention 1 does not utilize the computer readable memory of Invention 2. 

Inventions 3 and 1 are related as product and process of use. The inventions can be 
shown to be distinct if either or both of the following can be shown: (1 ) the process for using the 
product as claimed can be practiced with another materially different product or (2) the product 
as claimed can be used in a materially different process of using that product (MPEP 
^ 806. 05(h)). In the instant case the array of ESl s of Invention 3 could be used to determine the 
presence of a genomic sequence rather than the level of expression of a genomic sequence as in 
the method of Invention 1 . 
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Inventions 2 and 3 are unrelated. Inventions are unrelated if it can be shown that they are 
not disclosed as capable of use together and they have different modes of operation, different 
functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the different 
inventions are drawn to two different compositions, one an array of polynucleotides, and the 
other a computer readable medium comprising data of sequence infomiation. 

Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art as shown by their different classification, restriction for examination 
purposes as indicated is proper. 

2. This application contains claims directed to the following patentably distinct species of 
the claimed invention: 

For Invention 1: The first level of species are those enumerated as different genera of 
filamentous fungi in claims 2, 3, 4, 5, 11-13, 19, 20, 26-28, or 34. In addition, a second level of 
subspecies election is required of a single combination of the alternative combinations of 
sequences listed in claims 13, 20, or 28, should an applicable genus of filamentous fungi be 
elected in the first level of species detailed above. Note that a single combination of sequences is 
required to be elected as detailed in Example C in MPEP 803.04. 

For Invention 2: The species are the alternative genera of filamentous fungi listed in 
claim 42. 

For Invention 3: The species are the alternative genera of filamentous fungi listed in 
claim 65 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is finally 
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held to be allowable. Currently, claims 1, 34, and 40 are generic and claim 2 is a Markush-type 
claim in Invention 1, claims 41 and 62 are generic and claim 42 is a Markush-type claim in 
Invention 2, and claim 64 is generic and claim 65 is a Markush-type claim in Invention 3. 

Applicant is advised that a reply to this requirement must include an identification of the 
species that is elected consonant with this requirement, and a listing of all claims readable 
thereon, including any claims subsequently added. An argument that a claim is allowable or that 
all claims are generic is considered nonresponsive unless accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration of 
claims to additional species which are written in dependent form or otherwise include all the 
limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims are added after 
the election, applicant must indicate which are readable upon the elected species. MPEP § 



Should applicant traverse on the ground that the species are not patentably distinct, 
applicant should submit evidence or identify such evidence now of record showing the species to 
be obvious variants or clearly admit on the record that this is the case. In either instance, if the 
examiner finds one of the inventions unpatentable over the prior art, the evidence or admission 
may be used in a rejection under 35 U.S.C. 1 03(a) of the other invention. 
3. During a telephone conversation with Robert Steams on 24 January 2002 a provisional 
election was made with traverse to prosecute the invention of Invention 1, claims 1, 2, 34, 40, 
and the species Aspergillus ory/ac EST combination of SEQ ID NOS:4377-7401 to which 
claims IE 19, and 20 are drawn in increasing specificity, respectively. Affirmation of this 
election iiuist be made by applicant in replying to this Office action. Claims 3-5, 1 2, 1 3, 26-28, 



809.02(a). 
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41, 42, 62, 64, and 65 are withdrawn from further consideration by the examiner, 37 
CFR 1.142(b), as being drawn to a non-elected invention. 

AppHcant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1 .48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.1 7(i). 



Claim Rejections - 35 USC 101 and 112 

4. Definitions: [from REVISED INTERIM ITILITY GUIDELINES TRAINING MATFRIALS; repeated 

from http:/^www. uspto.gov/web/menu/utility. pdt] 

'^Credible Utility" - Where an applicant has specifically asserted that an invention has a particular utility, 
that assertion cannot simply be dismissed by Office personnel as being "wrong'\ Rather, Office personnel 
must determine if the assertion of utility is credible (i.e., whether the assertion of utility is believable to a 
person of ordinary skill m the art based on the totality of evidence and reasoning provided). An assertion is 
credible unless (A) the logic underlying the assertion is seriously flawed, or (B) the facts upon which the 
assertion is based is inconsistent with the logic underlying the assertion. Credibility as used in this context 
refers to the reliability of the statement based on the logic and facts that are offered by the applicant to 
support the assertion of utility. A credible utility is assessed from the standpoint of whether a person of 
ordinary skill in the art would accept that the recited or disclosed invention is currently available for such 
use. For example, no perpetual motion machines would be considered to be currently available. However, 
nucleic acids could be used as probes, chromosome markers, or forensic or diagnostic markers. Therefore, 
the credibility of such an assertion would not be questioned, although such a use might fail the specific and 
substantial tests (see below). 

"Specific Utility" - A utility that is specific to the subject matter claimed. This contrasts with a general 
utility that would be applicable to the broad class of the invention. For example, a claim to a polynucleotide 
whose use is disclosed simply as a "gene probe" or "chromosome marker" would not be considered to be 
specific in the absence of a disclosure of a specific DNA target. Similarly, a general statement of diagnostic 
utility, such as diagnosing an unspecified disease, would ordinarily be insufficient absent a disclosure of 
what condition can be diagnosed. 

"Substantial utility" - A utility that defines a "real world" use. Utilities that require or constitute carrying 
out tunher research to identity or reasonably conlh ni a reai Ns orid context of use are not substantial 
utilities. For example, both a therapeutic method of treating a know n or new ly disco\ ered disease and an 
assay method for identifying compounds that themselves have a "substantial utility" define a "real world" 
context of use. An assay that measures the presence of a material which has a stated ctirrelation to a 
predisposition to the onset of a particular disease condition w ould also define a "real world" context of use 
in identifying potential candidate^ for prc\'enti\ e measures or further monitoring On the other hand, the 
following arc examples of situations that rcqunc or constitute carrying out further research to identify or 
reasonably confirm a "real world" context of use and, therefore, do not define "substantial utilities": 
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A. Basic research such as studying the properties of the claimed product itself or the mechanisms in which 
the material is involved. 

B. A method of treating an unspecified disease or condition. (Note, this is in contrast to the general rule 
that treatments of specific diseases or conditions meet the criteria of 35 U.S.C. ' 101.) 

C. A Method of assaying for or identifying a material that itself has no "specific and/or substantial utility". 

D. A method of making a material that itself has no specific, substantial, and credible utility. 

E. A claim to an intermediate product for use in making a final product that has no specific, substantial, 
and credible utility. 

Note that "throw away" utilities do not meet the tests for a specific or substantial utility. For example, 
using transgenic mice as snake food is a uulity that is neither specific (all mice could function as snake 
food) nor substantial (using a mouse costing tens of thousands of dollars to produce as snake food is not a 
"real world" context ot use). Similarly, use of any protein as an animal food supplement or a shampoo 
ingredient are "throw away" utilities that would not pass muster as specific or substantial utilities under 35 
U.S.C. '101. This analysis should, or course, be tempered by consideration of the context and nature of the 
invention. For example, it a transgenic mouse was generated with the specific provision of an enhanced 
nutrient profile, and disclosed for use as an animal food, then the test for specific and substantial asserted 
utility would be considered lo be met. 

A ^'Wel! established utility" - a specific, substantial, and credible utility which is well known, immediately 
apparent, or implied by the specification's disclosure of the properties of a material, alone or taken with the 
knowledge of one skilled in the art. "Well established utility" does not encompass any "throw away" utility 
that one can dream up for an invention or a nonspecific utility that w^ould apply to virtually every member 
of a general class of materials, such as proteins or DNA. If this is the case, any product or apparatus, 
including perpetual motion machines, would have a "well established utility" as landfill, an amusement 
device, a toy, or a paper weight; any carbon containing molecule would have a "well established utility" as 
a fuel since it can be burned; any protein would have well established utility as a protein supplement for 
animal food. This is not the intention of the statute. 
See also the MPEP at 2107 - 2107.02. 



5. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 



6. Claim 20 is rejected under 35 U.S.C. 101 because the claimed invention lacks patentable 
utility. 

The claimed combination of nucleic acids is not supported by a substantial utility because 
no substantial utility has been established lor the claimed subject matter. The disclosed utihty is 
to use an array of Aspergillus ory/ac E:STs to delemiine expression profiles thai are correlated 
with different tvpes of cells or different growth states ot^cells. No evidence lias been disclosed 



that the elected SEQ ID NOS allow for determination of the state or type of cell that is assayed 
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by the claimed method of using an array of Aspergillus oryzae ESTs. Further research is required 
to determine whether the claimed method utilizes ESTs that allow for useful discrimination 
between cell types or cell states. The research required to establish the utility of the claimed 
method is not consistent with a substantial utility. Identifying and studying the properties of an 
array of ESTs does not define a "real world" context or use. Neither the specification as filed nor 
any art of record discloses or suggests any property or activity for tlie array of ESTs such that 
another non-asserted utility would be well established for the compounds. 

7. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the mx entor of carrying out his invention. 

8. Claim 20 is also rejected under 35 U.S.C. 1 12, first paragraph. Specifically, since the 
claimed invention is not supported by a substantial utility or a well established utility for the 
reasons set forth above, one skilled in the art clearly would not know how to use the claimed 
invention. 

9. Claim 20 is rejected under 35 U.S.C. 112, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a written description rejection. 

The specification discloses SEQ ID NO: 4?''^'^-^4Q\ . SEQ ID NO: 4377-:7401 meets the 
written description provisions of 35 USC 1 12. first paragraph. However, because it is not 
apparent that SEQ ID NO: 4377-7401 comprises a complete open reading frame, claim 20 is 
directed to encompass gene sequences and complete cDNA sequences due to the recitation of the 
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phrase ''and nucleic acid sequences having at least 90% homology to SEQ ID NOS: 4377-7401 
The claims further encompass sequences that hybridize or are similar to SEQ ID NO: 4377-7401, 
corresponding sequences from other species, mutated sequences, allelic variants, splice variants, 
sequences that have a recited degree of identity (similarity, homology), and so forth. None of 
these sequences meet the written description provision of 35 USC 1 12, first paragraph. The 
^specification provides insufficient written description to suppoii the genus encompassed by the 
claim. 

Vas-Cath Inc. v. Mahurkar . 19 USPQ2d 1 1 1 1, makes clear that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed." (See page 1 1 17.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed.'' (See Vas-Cath at 
page 1 1 16.) 

With the exception of SEQ ID NO: 4377-7401, the skilled artisan cannot envision the 
detailed chemical structure of the encompassed polynucleotides and/or proteins, regardless of the 
complexity or simplicity of the method of isolation. Adequate written description requires more 
than a mere statement that it is part of the invention and reference to a potential method for 
isolating it. The nucleic acid itself is required. See Fiers v. Revel 25 USPQ2d 1601, 1606 
(CAFC 1993), and Amgen Inc. V. Churai Pharmaceutical Co. Ltd.. 18USPQ2d 1016. In Fiddes 
V. Baird , 30 USPQ2d 1481, 1483, claims directed to mammalian FGF's were found unpatentable 
due to lack of written description for the broad class. The specification provided only the bovine 
sequence. 
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Finally, University of California v. Eli Lilly and Co. . 43 USPQ2d 1398, 1404, 1405 held 



To fulfill the written description requirement, a patent specification must describe an invention and do so in 
sufficient detail that one skilled in the art can clearly conclude that "the inventor invented the claimed 
invention." Lockwood v. American Airlines, Inc., 107 F.3d 1565, 1572, 41 USPQ2d 1961, 1966 (1997); In 
re Gosteli, 872 F.2d 1008, 1012, 10USPQ2d 1614, 1618 (Fed. Cir. 1989) (" [T]he description must clearly 
allow persons of ordinary skill in the art to recognize that [the inventor] invented what is claimed."). Thus, 
an applicant complies with the written description requirement "by describing the invention, with all its 
claimed limitations, not that which makes it obvious," and by using "such descriptive means as words, 
structures, tlgures. diagrams, forniiiias. etc . that set forth the claimed invetuion." I.ockwood. 107 F 3d at 
1572,41 USP02d at 1966. 

An adequate written description of a DNA, such as the cDNA of the recombinant plasmids and 
microorganisms of the '525 patent, "requires a precise definition, such as by structure, formula, chemical 
name, or physical properties," not a mere wish or plan for obtaining the claimed chemical invention. Fiers 
V. Revel, 984 F.2d 1164, 1171, 25 USPQ2d 1601, 1606 (Fed. Cir. 1^993). Accordingly, "an adequate written 
description of a DNA requires more than a mere statement that it is part of the invention and reference to a 
potential method for isolating it; what is required is a description of the DNA itself" Id. at 1 170. 25 
USPQ2dat 1606. 

Therefore, only SEQ ID NO: 4377-7401 but not the full breadth of the claim (or none of 
the sequences encompassed by the claim) meets the written description provision of 35 USC 
112, first paragraph. The species specifically disclosed are not representative of the genus 
because the genus is variant. Applicant is reminded that Vas-Cath makes clear that the written 
description provision of 35 USC 1 12 is severable from its enablement provision. 
10. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the apphcant rcgaidb as lii^ invciiLion. 



1 1. Claims 1,2, 11, 19, 20, 34, and 40 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for faihng to particularly point out and dislincllv claim the subject matter which 
applicant regards as the invention. 

Claims 1,2, 11, 19, 20, 34, and 40 are indefinite for recitation in claim 1 part (b) (i)of the 
phrase 'ihc l:STs. . .produce a distinct first nuorescence emission color" and further in part (b) 



that: 
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(ii) of the phrase 'Ihe ESTs in the array. ..produce a distinct combined fluorescence emission 
color" because it is not clear from the claims whether the fluorescence is produced by the 
fluorescence-labeled nucleic acids or by the ESTs. The rejection would be overcome by 
amending claim 1 to recite in claim 1 part (b) (i) the phrase ''the fluorescence-labeled nucleic 
acids obtained from either the first or the one or more second filamentous fungal cells that are 
hyhridi/ed lo the HS i s in the arra\ produce a distinct first fluorescence emission color" and 
further in part (b) (ii) the phrase "Ihe fluorescence-labeled nucleic acids obtained from both the 
first and one or more second filamentous fungal cells that are hybridized to the ESTs in the array 
produce a distinct combined fluorescence emission color." 

Claim Rejections - 35 USC § 103 

12. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would ha\'c been ob\ ious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. K 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prioi" aiT 

2. Ascertaining the difTerences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103( a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the cxammcr to consider the applicability of 35 U.S.C. lU3(c) 
and potential 35 U.S.C. 1 02( e), (0 or (g) prior art under 35 U.S.C. 1 03(a). 
13. Claim 20 is rejected under 35 U.S.C. 103(a) as being unpatentable over DcRisi et al. in 
view of Machida et al. in view of Minetoki et al. in view of Hata et al. 

The claim is drawn to a method of analyzing two different samples of Aspergillus oryzae 
nucleic acids that are labeled by different fluorophores by use of an array of Aspergillus oryzae 
ESTs. 

DeRisi et al. shows in the abstract and throughout the use of an array of Saccharomyces 
cerevisiae to measure the level of mRNA in Saccharomyces cerevisiae grown at different growth 
conditions by synthesizing cDNA from mRNA of cells grown in the different conditions. DeRisi 
et al. show^ throughout that the analysis of the changes in the expression profiles for the 
sequences tested by the array can be used to gain insights into the metabolism of the tested cells. 

Michida et al. shows on pages 427-428 and Figure 5 the measurement of the steady state 
levels of Aspergillus oryzae enolasc mRNA after growth in different carbon sources. 

Minetoki et al. shows on page 1519 and Table 2 the measurement of the activity of 
Aspergillus oryzae alpha-glucosidase gene after growth in different carbon sources, and further 
state on page 1520 that the regulation is at the transcriptional level. 
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Huta ct al. shows on page 86 and Figure 1 the measurement of the steady state levels of 
Aspergillus oryzae glucoamylase mRNA after growth in different carbon sources. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to modify the method of DeRisi et al. by use of probes functionally and 
structurally equivalent to ESTs that were derived from Aspergillus oryzae genes as shown in 
Machida et al., Minetoki et al., and Hala et al. because Machida et al., Minetoki cl al., and Hata 
et al show the utility of using such probes as a research tool to examine transcription of multiple 
Aspergillus oryzae genes. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to John S. Brusca whose telephone number is 703 308-423 1 . The 
examiner can normally be reached on M-F 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on 708 308-4323. The fax phone numbers for 
the organization where this application or proceeding is assigned are 703 746-5137 for regular 
communications and 703 746-5137 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703 308-4028. 



Conclusion 




V John S. Brusca 
Primary Examiner 
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February 21, 2002 



